The situation of second-line treatment, which is the subject of the trial of Schmid et al. [7] in this issue of ONKOLOGIE, is even more complicated. With its relative chemosensitivity and the possibility of responses to 5 or 6 drugs, metastatic gastric carcinoma could be considered an ideal clinical situation for the determination of second-line treatment and strategic sequential applications in metastatic patients. However, the results of treatment with raltitrexed + oxaliplatin are disappointing and the authors themselves do not recommend the use of this combination. Poor results have also been observed in previous second-line treatments, whatever the type of schedules that have been used. An Italian study showed only one partial response with weekly docetaxel alone in 21 patients (5%) and a very short median survival: 3.5 months [8] . Another Italian study used docetaxel alone given every 3 weeks in 24 patients. Three patients had a partial response (17% of objective response) but 4 suffered from severe neutropenia [9] . A German study showed similar results, 12% of objective responses in 25 evaluable patients. Grade 4 neutropenia was often observed but the duration was very short and it was not life-threatening [10] . Very few studies have evaluated the efficacy of combined chemotherapy in second-line treatment. Combination of docetaxel and epi-adriamycin has resulted in 22% of objective responses in 23 patients, but produced 9% of febrile neutropenia [11] . Isolated cases of major responses to the combination of docetaxel + floxuridine in second-or third-line treatment have been published [12, 13] . Another way to improve the results of the treatment of metastatic gastric carcinoma would be to plan a sequential approach with change of the chemotherapy regimen before the appearance of the progression of the disease. An Italian trial evaluated this type of strategy. Forty patients received in first line a combination of 5-FU, folinic acid, epi-adriamycin and cisplatin (PELF regimen) followed by docetaxel in case of stabilisation or response. The response rate increased from 40% after the first line to 58% when treatment was completed, and median survival was 12.6 months [14] .
The situation of second-line treatment, which is the subject of the trial of Schmid et al. [7] in this issue of ONKOLOGIE, is even more complicated. With its relative chemosensitivity and the possibility of responses to 5 or 6 drugs, metastatic gastric carcinoma could be considered an ideal clinical situation for the determination of second-line treatment and strategic sequential applications in metastatic patients. However, the results of treatment with raltitrexed + oxaliplatin are disappointing and the authors themselves do not recommend the use of this combination. Poor results have also been observed in previous second-line treatments, whatever the type of schedules that have been used. An Italian study showed only one partial response with weekly docetaxel alone in 21 patients (5%) and a very short median survival: 3.5 months [8] . Another Italian study used docetaxel alone given every 3 weeks in 24 patients. Three patients had a partial response (17% of objective response) but 4 suffered from severe neutropenia [9] . A German study showed similar results, 12% of objective responses in 25 evaluable patients. Grade 4 neutropenia was often observed but the duration was very short and it was not life-threatening [10] . Very few studies have evaluated the efficacy of combined chemotherapy in second-line treatment. Combination of docetaxel and epi-adriamycin has resulted in 22% of objective responses in 23 patients, but produced 9% of febrile neutropenia [11] . Isolated cases of major responses to the combination of docetaxel + floxuridine in second-or third-line treatment have been published [12, 13] . Another way to improve the results of the treatment of metastatic gastric carcinoma would be to plan a sequential approach with change of the chemotherapy regimen before the appearance of the progression of the disease. An Italian trial evaluated this type of strategy. Forty patients received in first line a combination of 5-FU, folinic acid, epi-adriamycin and cisplatin (PELF regimen) followed by docetaxel in case of stabilisation or response. The response rate increased from 40% after the first line to 58% when treatment was completed, and median survival was 12.6 months [14] .
The issue of the effectiveness of systemic chemotherapy in metastatic gastric carcinoma engendered considerable debate during the late 1980s and early 1990s. Substantial scepticism existed as to whether or not chemotherapy had any advantages over best supportive care for patients with advanced gastric cancer. Four randomised trials have been reported that have addressed this issue using a randomisation of chemotherapy versus best supportive care. The data generated were rather consistent: chemotherapy improved median survival from 3 to 7 months [1, 2] . These results strongly supported the use of chemotherapy in patients with metastatic gastric carcinoma, however, problems remain when defining the standard of care. Different combinations of 5-FU, adriamycin, methotrexate, cisplatin and etoposide had given promising results. The first protocol which was considered as a standard of care was the FAMTX (5-FU + adriamycin + high dose methotrexate). This protocol was shown to give better results than the FAM protocol (5-FU + adriamycin + mitomycin C) in terms of response rate and survival. During the same period of time, two other active protocols were developed: combination of continuous infusion of 5-FU (5 days) + cisplatin (FP), and combination of 5-FU, etoposide and leucovorin (ELF). A large trial of the EORTC compared these different regimens. This trial gave very disappointing results with less than 25% of objective response rates in either of the three arms and no difference in terms of overall survival or toxicity [3] . A more recent British protocol used continuous infusion of 5-FU + cisplatin + epiadriamycin (ECF) and gave better results than FAMTX with no difference in terms of quality of life [4] . Consequently, the situation of first-line chemotherapy in gastric carcinoma remains a little bit confused and we are now waiting for the results of large phase III trials evaluating new agents such as irinotecan combined with 5-FU [5] or docetaxel + cisplatin [6] . The results of these two trials will be presented during the next meeting of the American Society of Clinical Oncology.
It has also been tried to maintain response with new agents such as metalloprotease inhibitors. A large randomised phase III trial assessed this question: 184 patients received placebo and 185 marimastat, among them 60 patients in each arm have had a stabilisation or a response to first-line therapy. Survival was 167 days in the marimastat arm versus 135 in the placebo arm (p = 0.07). This difference was not statistically significant, however, it seems that patients who have got positive results of their previous chemotherapy could benefit from maintenance with marimastat [15] . Another way to progress would be to define predictive factors of response and to adapt the profile of the chemotherapy to the profile of the tumour. Some biological markers have been shown to be predictive of better survival after surgical treatment or response to chemotherapy [16] [17] [18] . However, there is no sufficient evidence to recommend one of them in clinical practice. In summary it is a long, long way to find new treatments of metastatic gastric cancer. However, even if the results of the current study are disappointing, efforts like those made by Schmid et 
